Background: Ischemic stroke is the second most common cause of death and the primary cause of disability throughout the world. Acupuncture is frequently advocated as an adjunct treatment during stroke rehabilitation. The aim of this study was to update the clinical efficacy and safety of acupuncture for cerebral infarction. Methods: Randomized controlled trials (RCT) on acupuncture treating cerebral infarction were searched from the following databases: PubMed, EMBASE, Cochrane Library, CNKI, CMB and VIP from inception to October 2013. The data of RCTs meeting the inclusive criteria were extracted according to Cochrane methods. The meta-analyses were conducted using Rev Man 5.0 software. Results: A total of 25 trials involving 2224 patients were included. The results of this meta-analysis showed that the groups receiving acupuncture (observation group) were superior to the comparison groups (control group), with significant differences in the Clinical Efficacy Rates [OR54.04, 95%CI (2.93, 5.57 Conclusion: Current evidence provisionally demonstrates that acupuncture treatment is superior to either non-acupuncture or conventional therapy for cerebral infarction. Despite this conclusion, given the often low quality of the available trials, further large scale RCTs of better quality are still needed.
Introduction
by the fourth session of cerebrovascular meeting. Diagnosis of ischemic stroke had to be confirmed with CT/MRI scan, and other severe brain diseases were excluded. In the ''observation group'', the patients received acupuncture plus rehabilitation or conventional medicine treatment. In the ''control group'', the patients had rehabilitation and/or conventional medicine treatment. No crucial differences were found between two groups in the age, sex, duration of disease and neurological deficits before treatment. Inclusion criteria for our systematic review required studies conducted in adult patients (.18 years) with hemiplegia due to ischemic stroke in the acute, subacute or chronic stage were eligible, regardless of time of treatment or the length of the treatment period. Reports had to indicate that patients had to be randomly allocated to either active acupuncture treatment or a control group given sham acupuncture or no acupuncture treatment. Any cointerventions had to be reported as the same in both groups. We excluded studies that reported only laboratory values rather than clinical responses. Comparisons in which acupuncture was not independently assessed were also excluded. The outcome measures were Clinical Efficacy Rate, Fugl-Meyer Assessment [FMA, including Brunnstrom-Fugl-Meyer (BFM) test to determine the level of motor impairment], Barthel Index Score [BI, including the modified Barthel Index (MBI) and a Functional Independence Measure (FIM) to assess the activities of daily living (ADL)], Neurological Deficit Score [NDS, including NHI stroke scale (NIHSS) and Chinese verson of NIH stroke scale (CSS) to evaluate the degree of neurological deficit). Adverse events were reported in three articles at the end of treatment course.
The assessment of the Clinical Efficacy Rate was conducted in accordance with the reduction in the scores of basic nervous functional deficits and disability degree as following: Recovery -The functional deficit scores were decreased up to 91-100%, and disability degree was at grade 0; Remarkable Improvement -The scores of functional deficit were decreased at 46-90%, and disability degree was at the grade 1-3; Improvement -The scores of functional deficit were decreased at 18-45%; No change -The scores of functional deficit were decreased or increased at about 17%; Deterioration -The scores of functional deficit were increased over 18% and death. The FMA scale is a 226-point multi-item Likert-type scale developed as an evaluative measure of recovery from hemiplegic stroke. It is divided into 5 domains: motor function, sensory function, balance, joint range of motion, and joint pain. Each domain contains multiple items, each scored on a 3-point ordinal scale (05 cannot perform, 15 performs partially, 25 performs fully). The motor domain includes items measuring movement, coordination, and reflex action about the shoulder, elbow, forearm, wrist, hand, hip, knee, and ankle. The motor score ranges from 0 (hemiplegia) to a maximum of 100 points (normal motor performance), divided into 66 points for the upper extremity and 34 points for the lower extremity. The BFM test is one of the tests which is applied in order to determine hemiplegia. The test consists of 55 test-items which are scored on an ordinal 3 point scale (0-2 points). The maximum score is 114 points. The original test consisted of testing the upper extremity, lower extremity and balance. The testing of balance however, has no surplus value compared to other assessments that evaluate balance and no surplus value for the results of the BFM. Therefore the test-items for balance are not included in the description of the test and the assessment itself. The maximum score for items assessing motor function is 100 points. The BI is a validated and widely used instrument to measure disability in the ADL. The scores of BI contain bowels, bladder, grooming, toilet use, feeding, transfers (bed to chair and back), mobility, stairs and bathing. The total score was 100. The higher score indicated better independence and poorer dependence. The NIHSS is a 15-item scale that measures the level of neurologic impairment. Total scores on the NIHSS range from 0 to 42, with higher values reflecting more severe cerebral infarcts. The FIM is an 18-item, 7-level functional assessment designed to evaluate the amount of assistance required by a person with a disability to perform basic life activities safely and effectively. It contains 18 items composed of 13 motor tasks and 5 cognitive tasks (considered basic activities of daily living). Tasks are rated on a 7 point ordinal scale that ranges from total assistance (or complete dependence) to complete independence. Scores range from 18 (lowest) to 126 (highest) indicating level of function. The NIHSS is a systematic assessment tool that provides a quantitative measure of stroke-related neurologic deficit. The NIHSS is a 15-item neurologic examination stroke scale used to evaluate the effect of acute cerebral infarction on the levels of consciousness, language, neglect, visual-field loss, extraocular movement, motor strength, ataxia, dysarthria, and sensory loss. A trained observer rates the patent's ability to answer questions and perform activities. Ratings for each item are scored with 3 to 5 grades with 0 as normal, and there is an allowance for untestable items.
Literature Retrieval
In this meta-analysis, the search of primary articles was conducted in the following databases: PubMed, EMBASE, Cochrane Library, CNKI, CMB and VIP from inception to October 2013. The searches were restricted to either the English or Chinese language. The key search terms in these databases as follows: (1) . ''cerebral infarction'' OR ''cerebral ischemia'' OR ''ischemic stroke'' OR ''brain infarction'' OR ''cerebral thrombosis'' OR ''cerebrovascular disease'' OR ''brain ischemia''; (2). ''acupuncture'' OR ''acupuncture treatment'' OR ''acupuncture therapy''; (3). (1) AND (2).
Study Selection and Data Collection Process
The articles were selected based on the title and abstract in an unblinded standardized manner. The selected articles for all potentially relevant trials were retrieved independently by two authors, and then validated by the other two authors. Disagreements were settled through discussion or consultation with all authors. Two main authors independently collected data on study characteristics (including the first author, patient's condition, observation group, control group, the main points, course of treatment and the main outcomes), into a standardized data extraction form for eligible trials.
Risk of Bias in Individual Trial
In this review, two main authors assessed the risk of bias of all included trials using the six criteria recommended by the Cochrane Back Review Group [12] . The trials showed low risk bias in selective reporting and incomplete outcome data.
Synthesis of Results
All statistical analyses were performed by the Rev Man Version 5.0 software. A standard chi-square test and the I 2 statistic were used to test heterogeneity between trial results. For continuous outcome, weighted mean differences (WMD) or standardized mean differences (SMD) were calculated. For dichotomous outcomes, relative risk(RR)and 95% confidence intervals (CI) were estimated.
Results

The Results of Literature Retrieval
A total of 362 papers were identified and selected from the databases. Among them, 34 papers were excluded because they were duplicate trials, 245 papers were excluded because they were either case reports, lacked a comparison group, were not clinical trials, or the trials did not focused on acupuncture therapy for cerebral infarction. Of the remaining 47 trials, 12 papers were excluded because they were not RCTs or not real RCTs, 5 papers were excluded because the subjects were not post-stroke hemiplegic, 4 papers were excluded because their outcomes were not related to study, and 1 paper was suspected to have been published more than once. Finally, 25 eligible papers were identified and included in this updated meta-analysis. The screening process is summarized in a flow diagram (see Figure 1) .
In this study, all patients with hemiplegia in the observation group were given acupuncture treatment. Only two trials mentioned the severity of disease [13, 17] . Eighteen trials used manual body acupuncture [13-17, 20, 21, 2-26, 28-31, 33, 35, 36] , eight trials used electroacupuncture [18, 19, 22, 27, 32, 34, 37] . Nineteen trials also used scalp acupuncture [13-19, 21, 24-29, 31, 33, 35-37] . Four trials used sham stimulation on acupoints [17, 18, 32, 34] . Seven trials mentioned the starting time when acupuncture was carried out [13, 18-20, 27, 28, 33] . The main acupoints were Baihui (GV 20) [14, 16, 24, 26, 29, 33, [35] [36] [37] , Shuigou (DU 26) [15-17, 23, 31] , Jianyu (LI 5) [13, 15, 19, 21, 22, 24, 25, 37] , Quchi (LI 11) [15, 19, 21, 22, 24-26, 29, 35, 37] , Zusanli (ST 36) [15, 16, 19, 21-29, 33, 34] , Sanyinjiao (SP 6) [16, 17, 19, 21, 23-25, 28, 29, 31, 37] , and Hegu (LI 4) [16, 19, 21, 22, 25, 26, 28, 29, 33, 34, 37] . The treatment was conducted once a day by trained doctors (practitoners). The acupuncture retention time varied from 20 minutes [19, 25, 26, 33, 34, 37 ] to 30 minutes [13-16, 18, 20-24, 27-30, 32, 35] . The total acupuncture treatment lasting for two weeks [15, 16, 22, 33] , three weeks [21, 23, 25, 26, 29] , or four weeks [13,14.17,19,24,27,28,30-32,34,36,37] . See Table 1 .
Characteristics of Included Trials
The 25 randomized clinical trials included 2224 individual patients. There were 1171 patients in the ''observation groups'' and 1053 patients in the ''control groups''. The outcomes included the Clinical Efficacy Rate, motor function assessment, Barthel index scores and neurological deficit scales. Clinical Efficacy Rates were reported in 14 papers [13, 15, 21, 23-30, 33, 35, 36] , Fugl-Meyer Assessment Scores were assessed in 7 papers [13, 14, 19, 22, 25, 34, 37] , Barthel Incomplete outcome data addressed?
Y: yes (low risk bias); N: no (high risk bias); U: unclear.
Index Scores were measured in 12 papers [13, 17-21, 26, 27, 31, 32, 34, 37] , and Neurological Deficit Scores were calculated in 10 papers [15-18, 20, 21, 26, 33, 34, 37] . The detailed characteristics of the included papers are listed in Table 1 .
The Study of Quality Evaluation
Among 25 RCTs trials, the baselines of patients were reported. Only three papers [16, 17, 24] explicitly reported the method of random sequences generation, two papers [17, 31] also described concealment of allocation, and five papers [17, 18, 27, 32, 34] referred to blinding procedures. The methodological quality of each trial is described in Table 2 . The present study does not have an increased risk of bias.
Outcome Measures
Clinical Efficacy Rates were reported in 14 papers [13, 15, 21, 23-30, 33, 35, 36] , and showed homogeneity in the consistency of the trial results (heterogeneity: chisquare 58.73, P50.79; I 2 50%). The combined results showed the Clinical Cfficacy Rate improved significantly in acupuncture therapy (observation group) when compared with the ''control group'' (OR54.04, 95% CI: 2.93-5.57, P,0.001), see Figure 2 .
Barthel Index Scores were reported in 12 papers [13, 17-21, 26, 27, 31, 32, 34, 37] , and showed heterogeneity in the consistency of the trial results (heterogeneity: chi-square 586.28, P,0.001, I
2 587%). The combined results demonstrated that the Barthel Index Scores improved significantly in acupuncture therapy (observation group) when compared with the ''control group'' (MD512.84, 95% CI: 9.85-15.82, P,0.001), see Figure 3 .
Fugl-Meyer Assessment was reported in 7 papers [13, 14, 19, 22, 24, 25, 27] , and showed heterogeneity in the consistency of the trial results (heterogeneity: chisquare 5123.11, P,0.001, I
2 595%). The combined results showed the FuglMeyer Assessment Scores improved significantly in acupuncture therapy (observation group) when compared with the ''control group'' (MD511.22, 95% CI: 7.62-14.82, P,0.001), see Figure 3 .
Neurological Deficit Scores were reported in 10 papers [15-18, 20, 21, 26, 33, 34, 37] , and showed heterogeneity in the consistency of the trial results (heterogeneity: chi-square 595.72, P,0.001, I 2 591%). The combined results showed the neurological deficit scores improved significantly in acupuncture therapy(observation group)when compared with the ''control group'' (MD522.71, 95% CI: 23.48 to 21.94, P,0.001), see Figure 3 .
Adverse Events were reported in three papers. One paper [17] reported that one patient had transient fainting, ten patients had pain at the insertion site, and one patient had blood pressure evaluated during acupuncture treatment. A second study [27] reported that two patients experienced dizziness during acupuncture treatment. A third paper [32] found three patients had superficial hematoma around the acupuncture points.
Discussion
Evaluation the Methodology of the Trials
Acupuncture treatment is thought to be a highly feasible intervention for stroke patients. The double blind method does not conform to the clinical practice both for the practitioners and the patients' use. Thus, in the process of random distribution and outcome measurement using the blind method is particularly important. This meta-analysis included 25 trials, although they all reported that they utilized clinical randomized control procedures, only three trials described the method of random sequences generation [16, 17, 24] , while two trials described the hidden method [17, 31] . Thus, it is difficult to determine the quality and authenticity of the RCT methods. Five trials mentioned the blinding of assessment [17, 18, 27, 32, 34] , four trials referred to the follow-up [17, 31, 32, 37] , the other trials did not mention if patients withdrew or were lost to follow-up. In order to improve and consolidate the clinical efficacy, it deserves further exploration and research. 
Summary of Therapy Efficacy
Previous systematic reviews of the efficacy of acupuncture for stroke rehabilitation were published in 2010 with inconsistent results [10, 11] . To evaluated the clinical efficacy of acupuncture in adult patients with disability after stroke. The 56 randomized clinical trials included 5650 patients, 3156 in the treatment groups and 2494 in the control groups. Classified based on cause of stroke, 4 trials assessed hemorrhagic stroke, 24 trials assessed ischemic stroke and 28 trials assessed either hemorrhagic or ischemic stroke (mixed). Classified on the basis of acupuncture administered, 16 studies used electro-acupuncture, 24 studies used both scalp and body acupuncture, 28 studies used body acupuncture, and 4 studies used scalp acupuncture only. Sham acupuncture was used as control in 7 studies, the remaining 41 studies did not use any type of sham acupuncture as a control. Physical rehabilitation, conventional medication, or traditional Chinese medicines were used equally in both intervention and control groups. Forty-six studies were conducted in patients whose acupuncture was given within acute status (1 month after stroke). Ten studies tested the use of acupuncture in disability (0.8 to 24 years poststroke). The intervention duration ranged from 2 to 10 weeks. The results showed that acupuncture may be effective in the treatment of poststroke rehabilitation [11] .
Another study identified 664 potentially relevant ten articles, involving a total of 711 participants [10] . Seven trials included patients in the acute or subacute stage of stroke, and three included patients in the chronic stage. Eight trials were from Western countries and published in English. Two trials were from China and published in Chinese. Two trials used sham electro-stimulation on acupoints. The other eight used sham acupuncture:one trial used superficial acupuncture in the control procedure; four used nonpenetrating acupuncture on nonacupuncture points or real acupuncture points; and three used penetrating acupuncture on nonacupuncture points. Four trials tested the effects of acupuncture on neurologic deficits using the NIHSS, the European Stroke Scale or the Scandinavian Stroke Scale. One of the four studies showed positive therapeutic effects. Seven trials tested the effects of acupuncture on activities of daily living according to the Barthel Index, the modified Barthel Index or the Sunaas Index of Activities of Daily Living. Two of these studies showed favourable effects on activities of daily living. Of the five trials that assessed the effects of acupuncture treatment on quality of life, none showed favourable effects. Two of the seven trials that involved patients in the acute and subacute stages of stroke were excluded from the meta analysis. The meta-analysis of the remaining five studies did not yield a significant difference in favour of acupuncture. The same findings applied to ADL after more than six months of follow-up measured with the BI. For global neurologic deficits, none of the three trials included in the metaanalysis showed a significant difference in favour of acupuncture. Of the three trials that involved patients in the chronic tage of stroke, one was excluded from the meta-analysis ecause it did not report numerical data. A meta-analysis of the data from the other two studies did not show favourable ffects of acupuncture on function according to the Modified shworth Scale.
In this study, a total of 25 trials with 2224 participants suffering from cerebral infarction were selected for meta-analysis. The main findings were that adjunct acupuncture therapy significantly improved the Clinical Efficacy Rate, Fugl-Meyer assessment scores, Barthel index scores and neurological deficit scores in patients with cerebral infarction when compared to conventional treatment (control group). This suggests that patients may benefit from acupuncture treatment after cerebral infarction. This is consistently with other meta-analyses showing that ''scalp'' acupuncture significantly improves neurological deficit scores and the clinical effectiveness rates when compared with conventional, western treatments [38] .
As the brain suffers ischemic damage, endogenous neural stem cells are activated, and prime the ischemic brain to promote the survival of the newly formed progenitor cells [39] . Acupuncture stimulates cells proliferation and the differentiation of astroglia into mature neurons [40] . In an animal study, a significant difference was found in the scores of rat neurological deficits between the electroacupuncture and control groups 7, 14 and 21 days after cerebral ischemic injury [40] . A large number of clinical observation and experimental studies also confirm that acupuncture therapy in human and animal models of cerebral infarction have many positive effects. Acupuncture at acupoints ST 36 (Zusanli) and LI 4(Hegu)activates descending antinociceptive pathway and deactivates multiple limbic areas associated with pain systems [41, 42] . Functional MRI studies also demonstrate multiple activation sites in the periphery of the ischemic area following acupuncture [43] .
Limitations and implications
This meta-analysis has several potential limitations that should be taken into account. First, only a few trials explicitly described the method of random distribution, allocation concealment and blind assessment. Second, most studies never mentioned patients who were lost to follow-up. Third, the sample populations were small, with more than 100 cases reported in only four of the trials [14, 17, 19, 35] . Fourth, the amount of time for acupuncture treatment is not consistent across studies. The shortest time reported was 2 weeks, and the longest time was 6 months. Fifth, trials used varying acupuncture protocols (such as needle type, needle stimulation, the depth of insertion), and the different practitioners had varying backgrounds. Varied acupuncture time is a case of varied acupuncture. As almost all included papers are of Chinese origin and only a minority published in Western journals. This may cause a small but possible risk of bias. Future clinical trials should attempt to standardized the acupuncture protocol, utilize skilled practitioners, and utilize consistent outcome measures. Although acupuncture therapy is generally considered safe and well tolerated, future trials should also pay more attention to its safety.
In conclusion, the results of this systematic review shows that acupuncture therapy is significantly effective in improving the Clinical Efficacy Rate, FuglMeyer Assessment Scores, Barthel Index Scores and Neurological Deficit Scores in ischemic stroke patients when compared with the conventional medication. Further large-scale, well-designed RCTs on this topic are still warranted.
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